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146.1376 ._ v MARKED-UP VERSION OP 

•'"•I SPECIFICATION ^ 

• •" 

New derivaff^es of echinocandine, their prcparation process 
and their use as antifungals. 

—This application is a 371 of PCT/FROO/01569 filed June 8 3 2000.— 
The present invention relates to new derivatives of 
5 echinocandine, their preparation process and their use as 
antifungals. . 

A subject of the invention is in all the possible isomer 
forms as well as their mixtures, the compounds of formula 
(I) : 



(I) 



25 in which 

either Ri and R 2 identical to or different from one another, 
represent a hydrogen atom, a hydroxyl radical, a linear, 
branched or cyclic alkyl radical containing up to 8 carbon 
atoms optionally interrupted by an oxygen atom optionally 
30 substituted by a halogen atom, an OH radical, an 

/* 

N 

\ 

35 radical, a and b identical to or different from one another, 
representing a hydrogen atom or an alkyl radical containing 
up to 8 carbon atoms, a and b can optionally form with the 
nitrogen atom a heterocycle optionally containing one or more 




20 4rR— which - 



either R x and R 2 ixipo £i^a- l to' or dif -ggg ent f ro m ^one another 
represent -a hydrogen asU@m, ^ hydroxyl radical, ^^r\^r , 
hi^aft^h-ecUe-r cycltbs alkyl r . adical coptain^ ag. up to 8 carbon 



atoms optionally int^rugted by 39a oxygen a t o m optionally 
25 substituted by '^"halogen ^mT~^ t ] r ^T ^^of 



a^a— OH ladies!, a» ~~ \ radir&A, a and b 



30 



i d iMi l-iual Lu j/r dxf-fereTTt from one another , , 
repres e nting a hydrogen afe@» or alkyl radical containing 
«^ to 8 carbon atoms/ a and b can optionally form xith the 
nitrogen atom a heterocycle optionally containing j one more- 
35 additional heteroatomp, 

or Ri forms. with the endocyclic carbon atom 



/ 
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carrying ^j£e - N 



R 1 



\ 



■ radica-1 a double bond and <s&. R2 



R2 



K p r? c 0 n tc^ r,.YR a r-adi«3±, X_ cpproc o nting an oxygen, at on > ^", 
sfi-NH- or-N-alkyl Eaj4caj rnnfai n^«jUajoJ carbon atoms anc 
Ra r^prgspniL s-jThydroaen a£om, a l i near, braacn'odfe g eyelid-- 
alkvl ^i'"*" 1 coD±aift j^g up to 8. carbon atoms optionally 
10 substituted by j one j » r mo re halogen -srb2>»s, by one or -m e^-OH, 
• C0 2 H-, -C0 2 alk^ radicolG, by art - 
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- N 



\ 



b' 



radiaal, a' and b' rjafire s e nti -B g a hydrogen a <gtfn, - a a - alkyl 
ra dical c o ritai - fiin^ t4p to 8 carbon atoms^a' and b' can form a 
heterocycle optionally containing^ one Q£=s ae=r Q ^a^ixional 
heteroatomfr aft^or tejL-A heterocycle containing , one or moro 

I 6 r 

20 heteroatom^ or R 2 deep^sarLLs-a* <j / f 

X N-C-N^ 



N 



\ 



25 ra dical in which d, e, f and g £efi£ gocnt a hydrogen a^-es. or 
an alkyl r adical cont - aini^g^ up to 8 carbon atoms, f and g can 
mor oov^r^fi s pr e spnt — arFi acyl E-a-d i.r.fl-l — cont a i n 3 up to 8 carbon 
^ atoms, e and f can also form a ring optionally containing/ one 
^^"j or mor e heteroatoms, " j 

w ^30 Ry^Wreconts a hydrogen a^am, ^ methyl "hydroxy 1, radical - 



r 4 rapro^n^^ hydrogen afeem or ^ hydroxy 1, £^4icsi 



35 



R* s f r c pr ? g'?n*:? a &a44r&a-3 fmm fhn following r - adirals' 

0 



(CH 2 ) 4 CH 3 




N— O 



0 



9 V^(CH 2 , 4 CH 3 




O-N 




o 





20 



ydrogen afeesn, p methyl 






T r epresCTrt-s 

-CH 2 CONH 2 ,-CH 2 CN rjadiesfi, ^(CH 2 ) zNHz^- (CH 2 ) 2 Nalk + X _ xa4i«el , X 
bein/^ halogen and alk aaa alkyl radical containin g up 

to 8 carbon atoms, 

Y roprcocntc 'a hydrogen a±**y /» .hydroxy 1, r c rri i.m1 o r n halogen 
atom Sj&jaa~pS0 3 H r adical or one o f fe - k e salt^ 7 ^^ i3 r adical, 
W ^opresentg a hydrogen ai=©m or a^-OH s adica-l , 
Z represents a hydrogen a^n or..# methyl j»dieel*A/./* 
^^^JfcC^ftz cHjL addition salt$ /7 to l ^acid3 of the pm rlnnf ^ of- 
10 formula — 

~ ' 2) " ^"compound? of formnt dcf in ^j-jTft - claim,.! in~whi~ch 

T roproGQ^t3- -a. hydrogen a4#em. 

3) compounds of for mula (I) d n finM in claim 1 Q3?*$r in 

which W ^nrpgpnt.q^ hydrogen atfe^m. 
15 4) ?4e compound* of fo rmula (T) ri*fia e 4 - in any one of 
claim$ 1 *e—3, in which Z r.pprp^n - t s -a methyl x a d±c a-l . 

5) T$k compound? of f-e^mrira— ffl defi ned in any ono -o£- 
claim? 1 in which Y E^pies^iits-a hydrogen a£em. 

6) ThS" compound^ of formula (I) - defin etrin any-ofte-o£- 



20 



25 



claims 1 to-5- in which R 3 rftprftseafc&-a methyl r-ed4e*l 

7) 'i4¥e compound^ of fox mula dcf incd -r n any' una u i claim;: -4- 
%g^4>\ in which R 4 te^u^eixLs-a- hydroxyl -ea4i<rel . 

8) sJte compound* of f-nrm nla (T) d^fin^d in any — ef^-of-^- 
claim* 1 in -which R iip£k&££^^ <j*~-f °j 



(CH 2 ) 4 CH 3 




-30 




N-N 



0(CH 2 ) 4 CH 3 



35 



O 



21 



ft 



0(CH 2 ) 4 CH 2 



., radical 
vjar-sa 



10 




15 ed^rrral . 

9) «4 compound? of formula 1 defined in any one o f claim?- 
1 t©_g in which Ri gegjceseiULs -a hydrogen radical. 

10) compound^ of ^€^f mild delmed irt -any-efte-ef claimjS 1 
in which R 2 Eapjjsksaaks -a 



20 



(CH 2 ) 2 NH 2 



.radical 

11) Sh§ compound? of formula I d of fed in any oii a^ claims 
25 1 to 0 - in which" R 2 r^pxessnJi^-a- 
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EJ d i r-it-ts 9 : 

S^l compound^ of foxmula T dn fined in ^ ^-nr^-^s claim$ I 
fee— 9- in which R 2 £ 

? H 3 CH 3 CH 



I 



1' '3 



1:0- 



H 2 C-CH-NH 2 , H 2 C-CH-NH 2 , -CH,CH 2 -NH 2 
CH 3 



-CH-CH 2 -NH 2 CH 2 -C-NH 2 



CH 3 C.H 3 

15 rarliee^. 

Zjk ^4 compound* of tomul a T riPflno d in claim 1 tho^atoT 

- 1- [4- [ (2-aminoethyl) -amino] -N2- [ (4- [5- [4- (pentyloxy) - 
phenyl] -3-isoxazolyl] -phenyl] -carbonyl] -L-ornithine] -4- [4- (4- 

20 hydroxyphenyl)-L-threonine]-5-L-serine-echinocandine B 
trif luoroacetate, 

- trans- 1- [4- [ ( 2-aminocyclohexyl ) -amino] -N2- [ [4- [5- [4- 
(pentyloxy) -phenyl ] -3-isoxazolyl] -phenyl ] -carbonyl ] -L- 
ornithine] -4- [4- ( 4-hydroxyphenyl) -L-threonine] -5-L-serine- 

25 echinocandine B trif luoroacetate, 

- 1- [4-[ (2 (S) -aminopropyl) -amino] -N2- [ [4- [5- [4- (pentyloxy) - 
phenyl] -3-isoxazolyl] -phenyl] -carbonyl] -L-ornithine] -4- [4- (4- 

hydroxyphenyl) -L-threonine] -5, T L-serine-echinocandine B 
trif luoroacetate, 

30 - 1- [4- ( (2-aminoethyl) amino] -N2-[ [4- [5- [4- (pentyloxy) - 
phenyl] -1, 3, 4-thiadiazol-2-yl] -phenyl] -carbonyl] -L- 
ornithine] -4- [4- (4-hydroxyphenyl) -L-threonine] -5-L-serine- 
echinocandine B trif luoroacetate, 

- trans 1- [4- [ (2-aminocyclohexyl) -amino] -N2- [ [4- [5- [4- " ' 
35 (pentyloxy) -phenyl] -1, 3, 4-thiadiazol-2-yl] -phenyl] -carbonyl] - 

L-ornithine] -4- [4- (4-hydroxyphenyl) -L-threonine] -5-L-serine- 
echinocandine B trif luoroacetate^^ 

- trans 1- [4- [ (2-aminocyclohexyl) -amino] -N2- [ [4- [3- [4- 



^ 23 ^T) 

(pentyloxy enyl] -1, 2, 4-oxadiazol-5-yl]^enyl] -carbonyl] - 
L-ornithine] -4- [ 4- (4-hydroxyphenyl) -L-threonine] -5-L-serine- 
echinocandine B trif luoroacetate . 
/If 4) ft process for the preparation of febk compound? of formula- 
5 O-3-xiHfj ned in Rny nne of claimqr 1 iS^^araate^d- 
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yassf a compound of^formula 

O 



-r3rft- 




(II) 



20 



25 



in which R, R 3 , R 4 , T , Y, w and Z t&M^L^^^L 
^^r-±^e^^ d to the%4 i on of an amine or of an 
amine derivative _ capable of introducing 



R 1 



~ N \' ra riical in which Rl and R2 AyL*/^ ^ / 

R2 



A-f desf ar s^ - io tho get 4 



30 r^ajji_thei r previous Tnpaaing-.and 4. 
a reducing agent, 
and/or v£ a f unctionalization agent of the amine, 
Vf^LF 3n aCid iM£ ^ r to form salt of the product 

35 and/or a separation agent of the different isomers 
obtained 6 . 

a nd in this mnu the cxane ound ^mn l n (T) . i _ dcf InutUUi 
'-crtainLJ — is. ohfaix i^i — „ 



■e n ■&£. 




24 



™„ r :;;irr^ claira 14 



HO OH 



10 



15 




(III) 



20 ^'^'^ 



1 / ^ftioa-^ an agent capable of 

repla C1 ng-NH 2 by-NHR, R ^^W^W^ f 



o^dex to obtain _t£r compound ofTTormula W 



25 



30 



35 




(IV) 



which—is 



5*0— >W Co- 



25 



wT3Phe ^ r^^i nn &f trimethylsilyl iodide irr 
to obtain the corresponding compound of/formula 



10"' 



15 



R4 

I HN 



NH-R 




(ID 
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25 



17) As hew chemical products the compounder of formula III 
and IV defied in claim 16. 

18) As antifungal compounds • £he' compounds of formula (I) 
defined in any doe of cla.ims 1 to 13, as well as their 
addition salts wirtaa^^ids. 

19) The pharmaQBiltriSkal compositions containing at least one 
compound of formula (l)\defined in any one of claims 1 to 13 
as a medicament, as well\s their addition salts with 
pharmaceutical^ acceptable acids 




